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DETAILED ACTION 

Receipt is acknowledged of the IDS filed on 07/19/06 and the Amendments and 
Remarks filed on 10/19/06. Claims 1 1 , 19 and 26 have been amended and claims 15, 
20, 27, 33, 34 and 47 have been cancelled while no new claims have been added. 
Accordingly, claims 11-14, 16-19, 21-26, 28-32, 35-46, 48 and 49 remain pending. 

Claim Rejections - 35 USC § 103 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Claims 11-14, 16-19, 21-26, 28-32, 39-46, 48-49 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Cutie (6,129,905) in view of Tzou et al 
(5,776,433). 

Cutie teaches aerosol formulations for mucosal and/or topical administration 
containing one or more drugs and a sugar as a dispersant in a pharmaceutically 
acceptable propellant . Metered dose inhalers suitable for delivering such formulations 
are also disclosed. Cutie discloses that in an aerosol drug formulation the drug may be 
dissolved in the propellant (col. 1 , lines 24-29). In a solution formulation, a cosolvent 
may be added to enhance drug dissolution (col. 2, lines 3-10). The formulations may 
contain ethanol up to 5% of the formulation (col. 5, lines 5-9). Drugs which may be 
administered via the said formulations include flunisolide, beclomethasone, 
triamcinolone, budesonide (col. 4, lines 25-35). The said formulations may contain 
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excipients such as antioxidants (col. 5, lines 31-34). The formulations may be filled into 
conventional aerosol containers using conventional filling equipment well known to 
those skilled in the art (col. 5, lines 40-45). Examples such as example 5, 7, 8 and 1 1 
show formulations comprising an active agent such as triamcinolone or flunisolide, 
ethanol and propellant. Cutie lacks disclosure on specific antioxidants such as butylated 
hydroxyanisole and the canister specifics. 

Tzou teaches flunisolide aerosol formulations comprising a therapeutically 
effective amount of flunisolide in solution with ethanol and a propellant selected from the 
group consisting of 1 .1.1 .2-tetrafluoroethane. 1.1 .1 .2.3.3.3-heptafluoropropane and a 
mixture thereof used for the treatment of bronchial asthma. The formulations may be 
delivered by a metered dose inhaler with a canister that is inert to flunisolide (see 
abstract). Tzou discloses that NASALIDE® nasal solution comprises excipients such as 
butylated hydroxyanisole (col. 1 , lines 17-26). It is also disclosed that in the formulations 
of the invention, the flunisolide is fully dissolved and the formulation is free from 
undissolved flunisolide (col. 2, lines 36-40). Aerosol canisters equipped with 
conventional valves , preferably metered dose valves (col. 3, lines 45-50). Conventional 
aerosol canisters can be used to contain a formulation of the invention. The 
formulations are contained within a glass aerosol vial or an aluminum aerosol vial 
having an interior formulation chamber coated with a resin that is inert to flunisolide and 
preferably does not absorb flunisolide from the formulation. Suitable resins for coating 
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the formulation chamber include materials commonly employed as interior can coatings, 
such as epoxv resins (e.g. epoxy-phenolic resins and epoxy-urea formaldehyde resins). 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made given the general formulations of Cutie on solution formulations of 
corticosteroids, such as budesonide, antioxidants and propellants for inhalation and 
treatment of respiratory disorders to have looked in the art for specific antioxidants and 
specific aerosol canisters that would improve stability and efficiency of the inhaled 
formulations as taught by Tzou. Furthermore it would have been obvious to a person of 
ordinary skill in the art to have chosen other antioxidants such as ascorbyl palmitate, 
since all antioxidants are known and have been used by those skilled in the art. 

Claims 35-38 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Cutie (6,129,905) in view of Tzou et al (5,776,433) as applied to claims 11-14, 
16-19, 21-26, 28-32, 39-46, 48-49 above, and further in view of Riebe et al 
(6,558,651). 

Cutie and Tzou, discussed above, lack specific disclosure on the inner surface of 
the metered dose being composed of anodized aluminum or stainless steel. 
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Riebe et al teaches aerosol formulations and the suitable canisters for metered 
dose inhalers. The formulations may be filled into canisters capable of withstanding the 
vapor pressure of the propellant, such as plastic, plastic-coated glass bottle or 
preferably a metal can, for example an aluminum can which may be anodized, 
lacquer-coated and/or plastic coated, which container is closed with a metering valve. 
The MDI can may be a coated metal can such as aluminum or stainless steel (see 
col. 5, lines 20-55). 

It would have been obvious to a person of ordinary skill in the art at the time the 
invention was made given the general formulations of the combined references of Cutie 
and Tzou on solution formulations of corticosteroids for inhalation and treatment of 
respiratory disorders filled into conventional metered dose inhalers to have looked in the 
art for specific aerosol canisters such as coated interiors, that would improve stability 
and efficiency of the inhaled formulations as taught by Riebe et al. 



Double Patenting 

The provisional rejection of claims 11-14, 16-19, 21-26, 28-32, 35-46, 48 and 49 
under the judicially created doctrine of obviousness-type double patenting as being 
unpatentable over claims of copending Application No. 10/244,519 is maintained. 

Copending Application No. 10/244,519 has been allowed, but not yet issued. Also a 
favorable Interference Decision was made on 08/01/06. 
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Response to Arguments 

Applicant's arguments, filed 10/19/06, with respect to claims 11-49 have been 
fully considered and are persuasive with regards to certain rejections. The rejections 
made over Cutie '419; Rovee '100; Keller (WO 9834595) and Radhakrishnan '528 have 
been withdrawn. 

Applicant however, did not respond to the rejections made over Cutie et al 
(6,129,905) in view of Tzou et al (5,776,433). 

Cutie et al '905 teaches solutions of active agents such as budesonide, 
cosolvents such as ethanol, propellants such as HFA 134a and excipients such as 
antioxidants. A sugar is used as a dispersant. Tzou '433 teaches solutions of flunisolide, 
ethanol, propellant and discloses specific antioxidants useful for the said solution 
formulation. Riebe et al teaches the specifics of the device. Thus it is considered that 
the combination of the three references cited meets all the limitations of the claimed 
invention. Again it is noted that the Applicants arguments are on Cutie '419 and not on 
Cutie '905 (see Remarks, page 10). 

Applicant argues that Tzou teaches the presence of water and sorbitan trioleate 
as well as cetylpyridinium chloride in a suitable concentration which enhances the 
chemical stability of certain flunisolide HFA formulations. Applicant then argues that 
Tzou does not provide any teaching on how the problem of chemical stability of 
budesonide in an HFA and ethanol solution can be solved. In response to applicant's 
argument that the references fail to show certain features of applicant's invention, it is 
noted that the features upon which applicant relies (i.e., the problem of stability) are not 
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recited in the rejected claim(s). Although the claims are interpreted in light of the 
specification, limitations from the specification are not read into the claims. See In re 
Van Geuns, 988 F.2d 1 181 , 26 USPQ2d 1057 (Fed. Cir. 1993). In other words, this is 
not commensurate with the scope of claims. Instant claims are drawn to 1) an aerosol 
formulation comprising budesonide, a propellant and an antioxidant (claim 1 1 ), 2) a 
metered dose inhaler comprising the formulation of claim 1 1 (claim 19), and 3) a 
method of treating a bronchial disorder comprising administering the formulation of 
claim 1 1 (claim 26). Thus the presence of water or sorbitan trioleate are not excluded 
and the method of stabilizing the said formulations is not a point of consideration here. 
It has been shown that Tzou teaches what is missing from the teachings of Cutie '905. 

Applicant also argues that Riebe '651 is concerned with the problem of adhesion 
or deposition with regards to recrystallized form of salbutamol sulphate, and does not 
solve the problem of chemical degradation of budesonide. Again, this is not 
commensurate with the scope of claims (see above). 

In response to applicant's argument that there is no suggestion to combine the 
references, the examiner recognizes that obviousness can only be established by 
combining or modifying the teachings of the prior art to produce the claimed invention 
where there is some teaching, suggestion, or motivation to do so found either in the 
references themselves or in the knowledge generally available to one of ordinary skill in 
the art . See In re Fine, 837 F.2d 1071, 5 USPQ2d 1596 (Fed. Cir. 1988) and In re 
Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). 
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Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mina Haghighatian whose telephone number is 571- 
272-061 5. The examiner can normally be reached on core office hours. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Johann Richter can be reached on 571-272-0646. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 



I 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Mina Haghighatian 
Patent Examiner 
January 16, 2007 




Joh^nn Richter, P.hD, Esq. 
"Supervisory Patent Examiner 
Technology Center 1 600 



